[Impact of the method and timing of administration on the systemic transport of ketoprofen].
The pharmacokinetics of the non-steroidal antiinflammatory drugs are influenced by circadian rhythms and ketoprofen (K) absorption by food, to investigate the influence of these two factors, 12 subjects were treated, in random order, orally by a fast release tablet (FR 100 mg), by a fast-slow release tablet (FSR 150 mg) and by an intramuscular solution (i.m. 100 mg). The 3 treatments were administered, with a standardized meal, at 8 h a.m and 8 h p.m, and also at 1 h p.m with FR. The daily dosing was 300 mg by oral administration and 200 mg by i.m. route. Serum concentration profiles of K were determined by HPLC. The pharmacokinetic parameters of K were not modified by the time of intramuscular injection. The oral absorption of K (Tmax) was significantly delayed at 1 h p.m and more even at 8 h p.m. The maximal serum concentration (Cmax) was significantly decreased at 1 h p.m (about 50%, p < 0.001) and also at 8 h p.m. The oral bioavailability, evaluated by the area under the K serum concentration curve, was not modified, those of FSR was significantly lower than FR (6%, p < 0.05). This study shows that the time of K administration delayed the Tmax and food decreased the Cmax without loss of bioavailability.